Supplementary Figures
. Intracellular Ca 2+ data. U-II, compounds 5 and 6 increased intracellular Ca 2+ in SJCRH30 cells. Data are Mean ± SEM (n = 3).
3D Modeling and Calculations
UrotensinII_NMR.pdb was imported into Schrödinger Maestro (Schrödinger, LLC) . This is used as a reference structure for of U-II [4] [5] [6] [7] [8] [9] [10] [11] . The disulfide connection between residues 5 and 10 was removed, retaining the respective Cβ atoms. Then, the corresponding triazole linkages were modelled into the molecule. A conformational search was performed (MMFFs + mixed torsional/low-mode sampling, in water) for the triazole linkages and Cβ atoms in 5-6 and 9-10, whilst keeping the rest of Urotensin frozen. The lowest energy conformer for each respective case underwent an energy minimization (MMFFs + PRCG, in water) for the full structure. The obtained structures were aligned at the respective Cα and Cβ atoms of residue 5 and 10 using the "Atom pair superposition" task. Distances between Cα atoms of residues 5 and 10 were calculated using the "Measurement" tool. The route mean square deviations (RMSD) were calculated for the respective Cα and Cβ atoms of residues 5 and 10 at the compared structures using the "RMSD" superposition tool. 
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